To date, the multiple weapons of systemic treatments with chemotherapy, endocrine-or molecular-target agents, combined with local surgery or radiation, have improved survival in patients with breast cancer [1, 2] . However, for each individual patient, it is not yet clear how to choose the best path to achieve a cure [3] . Breast cancer consists of heterogeneous diseases with different phenotypes. DNA microarray has provided intrinsic subtypes of breast cancer, e.g., luminal A, luminal B, human epidermal growth factor receptor type 2 (HER2)-enriched, basal-like, or claudinlow, normal breast-like subtype [4] [5] [6] [7] . Anti-HER2 agents have dramatically improved the prognosis of patients with HER2-enriched breast cancer [8, 9] . However, a minimally invasive ductal carcinoma, even HER2-enriched, can be cured by local treatment alone. When do we need systemic therapeutic agents? Araki et al. reported that HER2 overexpression is a risk factor for recurrence of breast cancer with tumors smaller than 1.0 cm (T1a-b N0M0). Anti-HER2 systemic treatment may provide a clinical benefit for HER2-overexpressed T1a-b breast cancer. In contrast, the natural prognosis of luminal A and B subtypes, which comprise the majority of breast cancers, differs distinctly. Low proliferative luminal A demonstrates better prognosis than luminal B, with 80 versus 50% 10-year relapse-free survival [10] . The highly proliferative luminal B type requires systemic cytotoxic chemotherapy. The guidelines of the National Comprehensive Cancer Network recommend administering adjuvant chemotherapy for 0.5-1.0 cm-sized luminal (estrogen receptor positive/ HER2 negative) breast cancer without axillary lymph node metastasis with a high recurrence score of Oncotype DX Ò , with additional chemotherapy for tumors of any size with axillary lymph node involvement (http://www.nccn.org/ professionals/physician_gls/pdf/breast.pdf). The optimal range for surgical resection of axillary lymph nodes has been discussed by Imoto et al. Isolated tumor cells and micrometastases in sentinel lymph nodes were associated with worse survival in patients treated with sentinel node biopsy (SNB) alone or SNB followed by axillary lymph node dissection. Imoto et al. proposed that in patients with T1 (\2 cm) and one positive sentinel lymph node who are treated with whole-breast irradiation and adjuvant therapy, additional axillary lymph node dissection may not be necessary. It is reasonable that adjuvant systemic therapy and radiation could influence the optimal range of surgical resection. Luminal A type appears to be safe at a relatively larger size, unless involving metastasis of the axillary lymph nodes. Cancer cells may exist in axillary nodes as solitary cells or micro-or overt macro-metastasis. A small amount of cancer cells in axillary nodes can be ignored for local treatment. The thresholds of recurrence would differ in the primary site or axillary node, or in each subtype.
Recent biological analysis has demonstrated the complexity of surviving breast cancer cells. Cancer stem cell theory reveals a diversity or heterogeneity of cancer cells [11, 12] . It is difficult to abolish the true target cells that evoke a recurrence. Cancer cells are able to escape into dormant G0 status, convert to epithelial-mesenchymal transition (EMT) [13] , enter the bloodstream as circulating tumor cells (CTC) [14, 15] , or hide as disseminated tumor cells (DTC) [16] in sanctuary niches of bone marrow [17] . Each subtype may or may not harbor stem cells or progenitor cells. Hayashi et al. have reviewed the current knowledge on CTC and DTC. Imamura et al. have focused on the transforming growth factor-b signaling that is a potent regulator of EMT and cell stemness, suggesting possible targets to control minimal breast cancers in the microenvironment.
In the children's book series ''Where's Waldo?'', Waldo wears a red-and-white striped shirt, bobble hat, and round black glasses. However, numerous similar red-and-white striped objects surround him. What color does the true target of cancer cells wear? CD44
? /CD24 low /aldehyde dehydrogenase-positive cell-surface markers? How can we pick them out? Which cancer cells can we ignore? Further investigations are required to answer these questions. The four review articles provide us with updated information and hint at developing the optimal treatment for minimal breast cancer lesions. A breadth of scientific knowledge and elegant multiple weapons are mandatory to establish the optimal treatment for eradicating cancer cells.
